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Examining Group 1646 
PATENT APPLICATION 
Serial No. 09/676,380 
Atty. Docket No. 99-057 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Group Art Unit 1646 

SOLUBLE EPIDERMAL GROWTH FACTOR 
RECEPTOR-LIKE PROTEINS AND THEIR 
USES IN CANCER DETECTION METHODS 

Filed September 29, 2000 
Examiner: Janet L. Andres 



In re application of 
ANDRE T. BARON, et al. 
Serial No. 09/676,380 



Pittsburgh, Pennsylvania 
September 13, 2004 



Mail Stop AF 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir/Madam: 



PETITION TO REVIVE AN UNINTENTIONAL ABANDONMENT UNDER 

37 C.F.R. § 1.137(b) 



The Applicant respectfully submits this Petition to Revive the above-captioned cs 
Application, pursuant to 37 C.F.R. § 1 . 137(b), stating as follows: | 

fS 

LU 

s 

l 
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1. After receiving the July 29, 2003 final office action rejecting all the 
outstanding claims, Applicants, through their attorney, had a telephone conference with 
the Examiner to determine whether an amendment would put the claims in a condition for 
allowance. 

2. Applicant filed an Amendment and Response to Final Office Action in 
connection with the above-captioned Application. 

3. On March 11, 2004, after the telephone conference, the Examiner 
accepted an amendment which overcame the basis of rejection of some of the claims. 

4. The Examiner's March 11, 2004 advisory communication indicated that 
certain claims were allowed, other claims were rejected, and other claims were objected 
to. 

5. Based on this communication, Applicants believed that the Examiner had 
allowed the claims that had been discussed or had withdrawn the Final Office action and 
that communication should be treated at the final. The Examiner invited an Amendment 
to overcome the objected to claims to remove their dependency from a rejected claim. 

6. The March 1 1, 2004 communication indicated that there was a six-month 
reply period from the final office action. Because the March 11, 2004 communication 
was more than six months after the July 2003 Final Office action, it did not seem logical 
that a new response period had not begun. 

7. In either event, the Applicant believed that the Examiner had withdrawn 
the final basis of rejection based on its communication with the Examiner. As noted 
above, the March 1 1, 2004 communication indicated the allowance of some of the claims. 
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8. It was only upon receipt of the Notice of Abandonment and a subsequent 
telephone conference with the Examiner, that Applicants and the Examiner realized that 
the Examiner had erroneously indicated in the March 11, 2004 communication the 
allowance of withdrawn claims and not the claims the Applicant had discussed with the 
Examiner. 

9. Applicant also noted that the Examiner inadvertently cited Applicants' 
response as one of the bases of rejection for the rejected claims. 

10. To the extent that the absence of a response in connection with Applicants 
Amendment and Response to Final Office Action gives rise to the possibility of 
abandonment of the above-captioned Application, any such abandonment was 
unintentional. 

11. Applicant's Amendment in response to the Final Office Action, as invited 
by the Examiner, has been filed contemporaneously and a copy of this Amendment 
attached hereto as Exhibit A. 

12. The appropriate petition fee of $665.00 for a small entity (statement 
previously filed) required under 37 C.F.R. § 1.17(m) is also enclosed. To the extent the 
unintentional abandonment is due to Examiner error, Applicants request a waiver of the 
fee. 
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WHEREFORE, the Applicants respectfully request revival of the above-captioned 



Application, to the extent necessary, to file the enclosed amendment. 



Respectfully submitted, 
PARRISH LAW OFFICES 



Attorney for Applicants 
615 Washington Road, Suite 200 
Pittsburgh, PA 15228 
Telephone: 412-561-6250 
Facsimile: 412-561-6253 
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Examining Group 1646 
PATENT APPLICATION 
Serial No. 09/676,380 
Atty. Docket No. 99-057 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Group Art Unit 1646 
In re application of 

SOLUBLE EPIDERMAL GROWTH FACTOR 
ANDRE T. BARON, et al. RECEPTOR-LIKE PROTEINS AND THEIR 

USES IN CANCER DETECTION METHODS 

Serial No. 09/676,380 
Filed September 29, 2000 
Examiner: Janet L. Andres 

Pittsburgh, Pennsylvania 
September 13, 2004 



AMPNDMP.NT 



Box NON-FEE AMENDMENT 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 223 13-1450 

Sir: 



In response to the Final Office Action of July 29, 2003, January 29, 2004 telephone 
conference, the March 11, 2004 advisory action, and the September 10, 2004 telephone 
conference, in the above-identified application, and pursuant to 37 C.F.R. 1.116. please amend the 
above-identified application as follows: 




EXHIBIT A 



IN THE CLAIMS: 

Amend Claim 18 to read: 

Claim 18 (amended) : An assay for determining the concentration of epidermal growth factor 
receptor in a biological sample from a female patient, the assay comprising: 

a) obtaining a biological sample from the female; 

b) contacting an amount of a first purified antibody that specifically reacts with a first 
epitope of the extracellular ligand binding domain of sErbBl with the biological sample to 
be tested, wherein the first purified antibody is modified with a first labeling moiety; 

c) contacting the sample with an amount of a second purified antibody that specifically 
reacts with a second epitope of the extracellular ligand binding domain of sErbBl, wherein 
the second purified antibody is modified with a second labeling moiety, and wherein the 
second purified antibody does not competitively inhibit the binding of the first purified 
antibody; 

d) detecting the co-presence of the first and second labels to determine the concentration 
of the epidermal growth factor receptor complexed with the antibodies; 

wherein one of the antibodies is chosen from the group consisting of: MAb R. 1 and 
antibodies which competitively inhibit the binding of MAb R.1 to ErbBl; and wherein the 
other antibody is chosen from the group consisting of MAb 528 and antibodies which 
competitively inhibit the binding of MAb 528 to ErbBl 

e) comparing the concentration of soluble epidermal growth factor receptor obtained in 
step d) with a normal value; and 



f) correlating a decrease in the concentration of soluble epidermal growth factor receptor 
in the biological sample with the presence of an ovarian carcinoma in the patient. 
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REMARKS 



In the March 1 1, 2004 office action, the Examiner noted that the Section 1 12 basis of 
rejection had been overcome with respect to claims 9-23. The Examiner noted that claims 18-23 
were objected to but noted that the objection could be overcome with an amendment to those 
claims to remove the dependency on a rejected claims. The foregoing amendment addresses that 
basis of rejection placing those claims as they are now in a position for allowance. 

Further, in the March 1 1, 2004 office action, the Examiner also stated that claims 1-8 
were allowed. Based on a September 10, 2004 conversation with the Examiner, the indication 
that those claims were allowed was an error as they were withdrawn. The Examiner further 
stated that claims 9-17 were rejected based on the arguments in the May 14, and July 29, 2003 
office actions. No May 14, 2003 office action exists. Applicants note that May 14, 2003 was 
Applicants' response to the denial of claims 9-23 which has been deemed acceptable by the 
Examiner. 

With respect to the outstanding bases of rejection for claims 9-17, Applicants respectfully 
submit that even if the antibody was known, undue experimentation would have been required to 
achieve the specificity and sensitivity of Applicants' assay. 



CONCLUSION 

Applicants respectfully submit that the present invention is not obviated by the teachings 
and that the patent application and claims therein, as amended, are in a condition for allowance. 
Reconsideration is, therefore, respectfully requested. 

Respectfully submitted, 



By: 




Reg. No. 38,032 
615 Washington Road, Suite 200 
Pittsburgh, PA 15228 
Attorney for Applicant 
Telephone No. (412) 561-6250 
Facsimile No. (412) 561-6253 
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Complete Listing of All Claims: 

Claim 1 (withdrawn): An isolated nucleic acid selected from the group consisting of: 
Vv a) a nucleic acid which encodes a protein comprising the amino acid sequence 



which is at least 90% identical to SEQ ID NO. 1 and which has at least 50% of 

the biological activity of the protein SEQ ID NO. 1, 

c) a nucleic acid which is complementary to nucleic acid a) or b). 

Claim 2 (withdrawn): The isolated nucleic acid of claim 1 wherein the nucleic acid has 

the sequence SEQ ID NO. 2. 

Claim 3 (withdrawn): The isolated nucleic acid of claim 1 wherein the nucleic acid 
encodes a protein comprising the amino acid sequence SEQ ID NO. 3. 
Claim 4 (withdrawn): The isolated nucleic acid of claim 1 wherein the nucleic acid 
encodes a protein comprising an amino acid sequence which is at least 99% identical to 
SEQIDNO. 1. 

Claim 5 (withdrawn): The isolated nucleic acid of claim 4 wherein the encoded protein 
comprises an amino acid sequence selected from the group consisting of SEQ ID NO. 4, 
SEQ ID NO. 5, and SEQ ID NO. 6. 

Claim 6 (withdrawn): An immunogenic conjugate comprising an immunogenic carrier 
molecule and a polypeptide of between 10 and 500 amino acids in length comprising an 
amino acid sequence of 10 to 25 amino acids in length which is identical to an amino acid 
sequence of the same length contained in an amino acid sequence selected from the group 
consisting of amino acids 628-705 of SEQ ID NO. 1, amino acids 628-705 of SEQ ID 




b) a nucleic acid which encodes a protein comprising an amino acid sequence 



SEQIDNO. 1, 



NO. 4, amino acids 628-705 of SEQ ID NO. 5, and amino acids 628-705 of SEQ ID NO. 

6. 

Claim 7 (withdrawn): The immunogenic conjugate of claim 6, wherein the polypeptide 
comprises an amino acid sequence of 1 1 to 21 amino acids in length which is identical to 
an amino acid sequence of the same length contained in an amino acid sequence selected 
from the group consisting of amino acids 628-705 of SEQ ID NO. 1, amino acids 628- 
705 of SEQ ID NO. 4, amino acids 628-705 of SEQ ID NO. 5, and amino acids 628-705 
of SEQ ID NO. 6. 

Claim 8 (withdrawn): The immunogenic conjugate of claim 6, wherein the immunogenic 
carrier molecule is selected from the group consisting of keyhole limpet hemocyanin and 
bovine serum albumin. 

Claim 9 (currently amended): An assay for determining the concentration of solubl e 
epidermal growth factor receptor and full - l e ngth e pid e rmal growth factor receptor in a 
biological sample from a human patient, the assay comprising: 

a) obtaining a biological sample from the patient; 

b) contacting an amount of a first purified antibody that specifically reacts with a 
first epitope of the extracellular ligand binding domain of sErbBl with the patient 
biological sample to be tested, wherein the first purified antibody is modified with 
a first labeling moiety; 

c) contacting the sample with an amount of a second purified antibody that 
specifically reacts with a second epitope of the extracellular ligand binding 
domain of sErbBl, wherein the second purified antibody is modified with a 
second labeling moiety, and wherein the second purified antibody does not 



competitively inhibit the binding of the first purified antibody; and 

d) detecting the co-presence of the first and second labels to determine the 
concentration of the soluble epidermal growth factor receptor complexed with the 
antibodies; wherein one of the antibodies is chosen from the group consisting of: 
MAb R. 1 and antibodies which competitively inhibit the binding of MAb R. 1 to 
ErbBl; and wherein the other antibody is chosen from the group consisting of 
MAb 528 and antibodies which competitively inhibit the binding of MAb 528 to 
ErbBl. 

Claim 10 (original): The assay of claim 9 wherein the patient biological sample is chosen 
from the group consisting of urine and ascites. 

Claim 1 1 (previously amended): The assay of claim 1 1 wherein the patient biological 
sample is chosen from the group consisting of blood, serum and plasma. 
Claim 12: (original): The assay of claim 1 1 wherein the first labeling moiety is an 
affinity binding moiety. 

Claim 13 (original): The assay of claim 12 wherein the affinity binding moiety is biotin. 
Claim 14 (original): The assay of claim 13 wherein detection of the presence of the first 
labeling moiety is by binding of the biotin moiety to a solid support coated with a 
molecule chosen from the group consisting of streptavidin and avidin. 
Claim 15 (original): The assay of claim 9 wherein the second labelling moiety is selected 
from the group consisting of a fluorescent moiety, a colorigenic moiety, and a 
chemiluminescent moiety. 

Claim 16 (original): The assay of claim 9 wherein the second labelling moiety is 
acridinium. 



Claim 17 (original): The assay of claim 16 wherein the detection of the presence of the 
second labeling moiety is by measuring light emitted from a chemiluminescent reaction 
utilizing the second labeling moiety. 

Claim 18 (amended): The assay of claim 9 wh e r e in th e pati e nt is f e mal e , further 
comprising th e st e ps of; An assay for determining the concentration of epidermal growth 
factor receptor in a biological sample from a female patient, the assay comprising: 

a) obtaining a biological sample from the patientfemale; 

b) contacting an amount of a first purified antibody that specifically reacts 
with a first epitope of the extracellular ligand binding domain of sErbB 1 with the 
biological sample to be tested, wherein the first purified antibody is modified with 
a first labeling moiety; 

c) contacting the sample with an amount of a second purified antibody that 
specifically reacts with a second epitope of the extracellular ligand binding 
domain of SerbBL wherein the second purified antibody is modified with a 
second labeling moiety, and wherein the second purified antibody does not 
competitively inhibit the binding of the first purified antibody; 

d) detecting the co-presence of the first and second labels to determine the 
concentration of the epidermal growth factor receptor complexed with the 
antibodies; wherein one of the antibodies is chosen from the group consisting of: 
Mab R. 1 and antibodies which competitively inhibit the binding of Mab R. 1 to 
ErbBl; and wherein the other antibody is chosen from the group consisting of 
Mab 528 and antibodies which competitively inhibit the binding of Mab 528 to 
ErbBl. 



e) comparing the concentration of soluble epidermal growth factor receptor 
obtained in step d) with a normal value; and 

f) correlating a decrease in the concentration of soluble epidermal growth factor 
receptor in the patient biological sample with the presence of an ovarian 
carcinoma in the patient. 

Claim 19 (original): The assay of claim 18 wherein the normal value is obtained by 
assaying biological samples from females of approximately the same age as the patient. 
Claim 20 (original): The assay of claim 18 further comprising the step of performing a 
second assay on a biological sample obtained from the patient at a point in time after the 
initial assay. 

Claim 21 (original): The assay of claim 20, wherein the patient has undergone treatment 

for ovarian cancer selected from the group consisting of chemotherapy, radiation therapy, 

and surgical treatment in the interval between the initial and second assay. 

Claim 22 (original): The assay of claim 20, further comprising the step of correlating an 

increase in the concentration of soluble epidermal growth factor receptor in the patient 

biological sample with an improved prognosis in the ovarian cancer condition. 

Claim 23 (original): The assay of claim 20, further comprising the step of correlating a 

decrease in the concentration of soluble epidermal growth factor receptor in the patient 

biological sample with an declining prognosis in the ovarian cancer condition. 



